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Publication Title: 

NOVEL PHOSPHOLIPID DERIVATIVE 



Abstract: 

NEW MATERIALS compound expressed by formula I (R1 and R2 represent 
long-chain fatty acid residue; Base represents cytosin-1-yl or adenin-9-yl) or a 
salt thereof. 

USE:A raw material for medicines such as a substrate used for phospholipase 
activity measurement or an antitumor agent, obtainable in good yield by one 
process. 

PREPARATION:For example, a compound (example; 

dipalmitoylphosphatidylcholine) expressed by formula II (R3 is choline residue) is 
reacted with cytidine or adenosine by using a phospholipase D [preferably a 
phospholipase D-P originating from Streptomyces sp. AA586 (FERM-P 
No. 61 00)], preferably in a mixed solvent such as 100mM acetic acid buffer 
solution (5.6pH)-chloroform in the presence of a metal ion, for example such as 
calcium chloride at 20-60 deg.C for 0.5-5hr. 



Data supplied from the esp@cenet database - http://ep.espacenet.com 



This Patent PDF Generated by Patent Fetcher(TM), a service of Patent Logistics, LLC 



©b*@#s*/?(jp) © ¥f m m '£ ffl 
© & m ¥f it & m CA) PH61 -238793 

©Int. CI. 4 I^IJia^ /frtSSS^ ©Affl 05*P6l¥(1986)lOfl24B 

C 07 F 9/65 F-7055-4H 

G-7055-4H 



©1$ E3 PS60- 81786 

@ffi S3 PS6O(1985)4^170 



©f£ 


58 








»raj^B3^fB±t:Br=?i632- 1 


©f£ 


is 








=^fU)^W379-15 


©J£ 






ill 




=^m#S^^r&1477- 12 


©& 




m 






=*ffi4»273-12 


©m 


IP 


A 







1.15 §8 ©*# 

(I) T 15 - K C H 

CH,- 0 - R, 
I 

CH - 0 - Rz 
I 0 

CH 2 - 0 - | - 0 - CH, 

0H CH' 
\ 



Ba s e 
I 

CH 



/ 

CH-CH 
I I 
OH OH 



cn 



Base n is Y v ~s - 1 - ^iUHTf-^- 
9 - ^St^tJ 'J x ffi K St « 

# * 7t 

(2) — JK^CIDKi^-Cx R,*» i t>* R,;^ $ h 
<i As&s Base # -X J- 5/ x - 1 -4 ^IT^i# 

it a # © §s a & i is © © y x at ® ^ # # * * 



(3) — «^ CI D *t ^ ^ "Cx R,fc> Jt ^>* J ? -x - ^ 

Base # X h y x - l - a* & X bhftftn 

&<D®.mm i si §2 ® © yv««»«»-4yttt-t 

© &o 

(4) -JKS:Cntc^^t^ B,fr xo-H^? 

Base # T 7* ^ x - 9 - -f a> & X 2>*tfftiff 



© & o 
3. & 93©§£*S*I&93 

Tie — en 

CH 2 - 0 - Ri 
I 

CH - 0 - 

I o 

1 II 
CH a - 0 - P - 
I 

OH 



«ft -4 * tt ■* 



0 - CH, 
I 

CH ' 



CH- 
I 

OH 



-CH 
I 

OH 



Base 



' CH 



Base tl y h *S X - 1 - -f & t ft K 7 ~r - ^ - 9 

- 4 ^stit J r *? s ft * y x it ® 8f # -i 

y xjn# if « , m^ftm® 
& m z m& l x m * <d m m & & & b ft x & $ ^ 3 

k: @ * © E 3@li&.;ft ^ * * * y 

t Lti^^nt^^o WfLVL *. 9 ^ * *' Y 

* & an y y m am* m.7 $ ; itm<Dftm±%.tt 

rc-f^fcfcft-C^Tto to i 5 4 t i ^» 

v?m%% \s * y k © y i l 

-C x '/H'x7?^i'KCAra-CJt4tf l J 

vj»jt»3f##'&js;sft* $»%@ecDAA^eJ6 

ft "C ^ 7t C Biochimica et B iophy s i c a Ac t a , 



«B3B3 61-238793 (2) 

619 C 1980 ) 619 - 631 . J. Med Chem. ,1982 , 
25, 1322 - 1329 3 o 

% pi &m & l x 5 £ -f & ib ^ 

_h i£ L 7t X 5*^^ u * K O y x Jjf @ & & ft: 

tt*t^ft^#i£T^s£3ft-c^&tf:#>x 

Ktt*SB£IBIS4*Si L^ ft o T 4> {& 
< , L^j»IiUAit$>^Jto ** 7t © 7t a£> 
K * ^ U * x K © 'J xj}f®g§23|#©;a ^ i' * f K 
&fttLXki-y h \/ is 7 y X J X K © 0U L tf» * <^ 
-t©fl&©&£&*j? u^-x k © y X fit ® |§ a£ ft ft 
fiJc 3 ft :f n ^(D t |)0^o 3£o 

ft rc: # 5ii4^o^A iac#?^?t 

O ft o 

E3 @ ft ff? & T & ?t # © ^ 

t © X 9£^,&5:S?&*r£#:£>©-- *it L t 



* & 59 II *i > 2:0x9^^^*^ -f * # & 
ft # L * » * rc y ^JlfKRiSttfc'a'dtLJto IP 
t>*§6SHtt^ r y-fe' 3 'J ^IBlfc^f ^^i^t«7 
r x -x x <t ^ — azk«£*ca*L-c«£«i*cy. v 

Ili)tt»fii5i«llt4*^* y ^ - ■« d - P © 
# &T ie -c « * t <t k x , x^xx, r 

^rcfe^t-c- as: c i ] xmt>z ft z> *r» y x j» 

a&$#3:fS7fc*>©-C£&o 

± 12 © 5m jl #c IS -3 ^ t % file 5 ft *t 4 

OX s T 15 — K * C I 3 

CH 2 - 0 - R, 
I 

CH - 0 - R* 



0 
il 

CH 2 - 0 - P - 0 - CH, 

I I 
OH I „ 

CH 



1 CH — CH 
I 1 
OH OH 



Base 



CH 



(7t#L5$*, R,, R«fr X Base tt 86 gB^ra i: 

at t ^ ) -c^ip^fts y x^^ii^^-iTtn^ 

© % h h o 

fci&^ttC&T^K:^ 'J vffi«B«# CI] ) 
tssKiio^i^'j -fe o y x at ® t u -c w > 

ffl JL tf T IB — ^ CE3 r«*)Sft&*^7 7 ^ x 

^3 y x x ^ y -fe« y ^ » « # & *f ft * o 

CH,- 0 - R, 
CH — 0 — Re 



0 
II 

CH,- 0 — P — OR3 

I 

OH 



CD3 



CI3 



L> Rod = y x £^ -t ) 

5 b«:-jSS:^:Cii)T^t35ni*^77f-> > ^ 
= y x^^y-tro y xiI(Cif^-C, % Bi . R*n 

^-1^^^^ 16 - 20 <D:g#JJf fi£6* 2I£ 



-746— 



^ ^ 7i ^ CD 1 - 4OO?^?0^^^f tS^lfi 

flc ft (C WC Ri J> X 0 s £ 4> ft ^ S h >f a- g T 
5 ;ft h V ' s " $ h 4 A'-fr*y73--/A''3 ij x x Rj 

t k; M k 'j / ^ir^? ivi "J 

y u -f * -* 7 r 3- & *> * x ) y%£<D&%Qtft 

20 ©g#»I&«©fi£'ffTr«>& ? * - A-(Radyl) 

7 => U ^ tt * &:£&&3*16-20©Hi85& 

•i^t^^^rc^H-'&^^-^^v 7 ^ ^ > 
5 y ^H&KS»3»#CID # £ ft £ o T x m 



^B3Ba61-238793 (3) 

15 © ^ y * ° ■) yfssi •j ?;/ <ftwt7f/'/ 
y xjj§«fe©KJ5*«#-f&*-** y ^ 

- -tr D t^^tiil^tSE^L^tllbnio 

ffl ^ £ * x * y - -fc* D L "C tt * ffil tf * h ^ 
7 V J t^gKl"f h u 7* h 5 He ^ • * • 

t' — • AA586 C Streptomyces sp AA586 : FERM 
P-6100 ) 6 * © * * * y - * D - P C « S3 BB 
58 - 152481 # MU &#i8i& tt« * * " 
P - 39 ) # $? * L^o U^Otittt* * ^ 7 
7 f ^ 3 ijy i«?SD*^* , J / --t'D0,01l 
J:* $f "i L < tt 0.1 - 100 J|tt$)5o ^ ^ 

-~9©&t3j&N £?*L<W:iOOmM^&&t3j& 
C P H 5.6 ) ©=&«»«— **©-/I*fS«*-:>> 
f ^ ^ a 7 ^ K ^ > f ^ ^ ^ * + *^ K i 1 IE 



t LtW#5iPB58 - 152481 -^£¥grc§gi8i©$3S 

ta^wtis^3o-5ot:-rs £ fyj «: 30 # - 5 b$ 
ffix%frx$>h 0 tox 5« Ltff 5>ii!t 'J ^» 
® 15 £ f£ C l D ft * ^«ttfeJ:ffi"J a 
^ a^r h ^ 7 7 -r -rcijjiBfa&tcffia-ratirid* 

& ± & ^ ?fc x 9 4 * 56 W o y ^KKSfiSttClD 

CH 2 - 0 - H, 
t 

CH - 0 - R* 

I 0 CH 3 HO-CH2 Base 

1 II +/ 1 (i I 

CH 2 - 0 - P — 0 — CH 2 CH 2 — N - CH 3 + CH CH 

OH X CH 3 CH-CH 

I I 
OH OH 



y xjsatgiigttcn + a y ^ 

COX ^L-C^^ixfc 'J y 
7 r ^ -yx©5'ft©-j&*ie£K;gd^TJ£^L 



X fiS 05 1 

y 5- *s ^ 10 P * x 100 mM^{!:^^v/!>A -g-^f 
100 mMRRttffiift'C pH 5.6 ) 2 0 nt *C ,1 * 45 
C T 20 0- ToT ft # L ft o t it K x * * * y * - Hf D 

.p(^n//h$^i4*, * » « a a as ) 

10 c ik ffi & : 1 60 # ffi / «F ) X 5 h 

4 ^*^77f^>3 'J V 1.5 ? t 30 o/ ^ on* 

(SI 1|Z CO ^fc At> x Z.<DELfcB.V£/?S— * 20 nl £_ 

xawii,xmmmz®w>L\ ft tkj% «c ^ a a 

* /u A 30 «■/ X > ^ / — * 15 m£ AH £ -t * iK 
■m£%J]Ut_XfrmL, 7 ^ M / 1 - psr«^tp 



—747- 



*$B3Ba 61-238793 (4) 



&L7t&&E#©L7fco mmVC ? o n * a- A : x 

PS — { 1 : I ) Wi ffc 30 me % to x W O'i&BE 3£ 

y '/**7 a (Mercktl«» -V 'J * ^'^ Art 9385 ^ 
11 4 an X 15 an ) f -V - ^ o n * A- A 

C 7 : i ) , C 4 : i ) % C 3 : i ) > ( 2 :ij 
TE*3ft* ClaD T-wS 1-06 * ft » Tfc o 



CH,- 0 - R, 
I 

CH — 0 — R, 

I 0 

1 II 
CH 2 - 0 - P - 0 

OH 



CH, 



NH, 

A 

N CH 

I II 

X CH 

° 



CH 



CH- CH 
I I 
OH OH 



CH 



t$)4 ) 



IN 55. *R <* ^ ^ h ^ ^ max : 273nm C / ; — n, 

: ? u c 7t-, a = 20 : i * ic -t aij 5g ) n fab 

>^^-<^ h a- : m/e 874 ( MH ) + ^ 

Rf {i : 0.26 ( ^ d n # a* a : / ^y — a-:t!c 

= 65 : 25 : 3 ft B 8 i U > Merck ft Art 

5715 / u- ffillx bttUV?y/fr 

Rf fit © iWJ a tt Bl — &#rc-tf775:C>7fc<k©-C£>* 3 * 

jkfaW I <0 & * $ M**^77f 'J 

v © -ft £ > *^77t *^ a- n u ^ C^P^^-^^ 
i.5 ^TH&tfli t W & ^fr 4tP-c. 

* it s£ C ! a} rc^it&Hi^iCXRi^^ * -A-mxm 

3 it & ft %T 0.9 3 * C *max 27 3 nm x Rf fig 0.2 6 ) 
ft II it o 

m 3 

2.0 * * •>'^-v^>'©fti?^T7 f y^^3.0 * ft fi! V* * 



ft f§ Tfco 



CH 2 - 0 - 
I 

CH - 0 - 



* ft 



1 ? 

CH,- 0 - P - 0 
OH 



1.23 * C ^max 26 2nm ^ Rf fit 0.37) 



NH, 
/ N t 
✓ \ /C^ 
CH C N 
I 

: ^ ch 



CH, 



\ 



CH 

\ / 
CH - CH 
I I 
OH OH 



N 

I 

CH 



ClbD 



* t V * * * V '< - -fe* D ft # ^ fc« ft 37C 

tt / I O" * ^ v * Kftfiffl^gfclC^'rf^TflJ 

a -r -6 1 <t ec i *) * * * v - hs c t ft we * * * 
y ^--tfofgttiBBg, *7twtPt#$?s&©raf$fc 

mm* E com mm « t lx w & -z ti z> *> <dx $> z> 0 



C £ * ^ Hfrlff R*«: v»f ? i?-^i-C4 & ) 

-i^tttT^/^^tft^^^y^-^D - p©^ 
^t^x < » a y ^fit®gi^^ci3fti#^'b©T, 



y ^B«B*#CID*c*^* y ^ - -tr C < ?t tt / 



-748— 



* tft » 



5. 



6. 



6 1 v3 ft / / H 
? K il BB 13 

1. ^#<D&?f 

ffifiJ 6 0 ^#frBB£ 8 1 7 8 6-^ 

2. % H © £ ft 

«ftt 'J y 

3. t§IE*-***# 

¥<*£©H& ##as!HA 

»P3»ffl3£r®*C»THffl 6 3 2 #tfc 
© 1 

£ft £ # 88 it # *K 




is IE © w * 

ttIE©P*j£ 

BIB** 2lt0 



»^B3 61-238793 (5) 

9jWSf5 5 f[fl 9 ff © 

EtSSfl 8 M£ 2 If© 
rfcJl 4 * y©#£T. J £ 
r (&JK>f * y ©#£T. ) J -hSriEr*. 

BfcSEHl* t 4 ft © 

r p h 4 j % 
r p h 3 j t triEt * . 
Bai»95 9 3 ft© 

T30-50 * CJ * 

r 2 0 - 6 o • C J £ tTJEt 4 . 



